IHCTPYKIISA
AJIS1 MEIUYHOT0 32CTOCYBAHHS JIKAPCHKOT0 3aC00y

CcmiPuBA®
(SPIRIVA®)

Cknao:

dioua peuoguHa: TIOTPOIiI0 OpoMiT;

1 xamcysa MICTHTh TIOTpOMi0 OpoMiny MOHOTiApaTy 22,5 MK, 10 BiAMOBiga€e TioTpomio 18
MKT;

O00NOMICHI peyosunu: TAKTO3M MOHOT1IpaT MIKpOHI30BaHUH, TaKTO31 MOHOTiApaT 200 M.

Jlikapcbka ¢opma. [Topomiok ans iHransauin, TBepai KancyJsim.

OcnosHi izuxo-ximiuni eracmueocmi: TBEPJll KEIATUHOBI KaICyJlId po3MIpoM 3, 110 MICTATh
Ginmii IOPOIIOK, 1 3acTocyBanHs 3 npuctpoeM XEHIIXEMJIEP;

00O0JIOHKa KamcCyj: 3TiJHO 3 BIANOBIJHOIO BUPOOHHUYOIO MPOIEIYpPOI0, CBITJIO-3€JICHA,
HENpo30pa, 3 BIATUCKOM YOPHOTO KOJIbOpy cumBoiy kommanii / TT O1.
dapmakoTepaneBTHYHAa rpyna. 3acoOu ansd JiKyBaHHSA OOCTPYKTHMBHHMX 3aXBOPIOBAHb
IUXaTbHUX MUIAX1B, IHraIAIiiHI 3ac00M. AHTUXOJIIHEPTiYHI 3aCO0U.

Kox ATX R0O3B B04.

Dapmakonoziuni eracmusocmi.

Dapmaxoounamixa.

Mexanizm 0ii. TioTpomiii € cienugiuHUM aHTUXOJIIHEPTIYHUM areHToM TpuBasioi aii. TioTpomiit
Ma€ NoJiOHy CHOPIIHEHICTh 10 BCIX MiATUIIIB MyCKapuHOBUX peuentopis (Bix M| 1o Ms). Y
IUXaJbHUX HUIsSIXax 1HT101118 M3-perenTopiB CIpUUUHSE PO3CIa0IeHHS I1a/IKOi MyCKYJIaTypH.
Y JOKIIHIYHUX JOCHDKEHHAX in Vitro Ta in vivo OpOHXONPOTEKTUBHUH e(eKkT OyB
J10303aJIe)KHUM Ta TpUBAB OibIie 24 TOIUH.

TpuBanicte epeKkTy 3yMOBJICHA JyK€ MOBUJILHUM BUBLUIBHEHHSM 13 M3-perentopis; nepion

HaIiBpO3Maay TIOTPOIK 3HAYHO JOBIIMH, HIX Yy imparpomio. Sk N-deTBepTHHHUI
AHTUXOJIIHEPTIK, TIOTPOMmii € MicieBo (OpOHXO-) CEIEKTUBHHM IIPH  IHTAIAIIHHOMY
3aCTOCYBaHHI, BIH JEMOHCTPY€ TNPUHHATHUN TEpaneBTUYHUI Jiama3oH 10 BHUSBICHHS
CHUCTEMHHUX aHTUXOJIiHepriuHux edekriB. Jucoriaris i3 My-perenTopiB € MBHUAIION, HIXK 13
M3 y QYHKUIOHATBHHUX JOCHIDKEHHSAX in Vitro. M3 — OUIbIl TpUAHATHUNA (KIHETHYHO
KOHTPOJIbOBAHHH ) PEIICHITOP MiATHITY CEIIEKTUBHOCTI, Hi>k M». Bucoka akTHBHICTh Ta TTOBIJIbHA
JMCOIIialis 3 PEIenTOpiB KITHIYHO KOPETIOBAIH 31 3HAYHOIO Ta TPUBAIOK OPOHXOIUIIATAIIIEI0
y MAaIi€HTIB 13 XpOHIYHUMH OOCTPYKTUBHUMH 3aXBOpIOBaHHSIMH JiereHb (XO3JI).
Dapmaxoounamiymi echexmu. BpOHXOMIIATAIIS TTICIS THTATAIIT TIOTPOITiO, Y TIEPIIy Yepry, €
MiclieBUM e(heKTOM Ha TUXaNIbHI IUISAXH, SKHH HE € CHCTEMHUM.

[Tpu 3actocyBanni CIIIPUBU onun pa3 Ha IeHb Big3HAYAJIOCs 3HAYHE MOKpAIIaHHS (QYHKIT
nereHb (301IbIIeHHs 00'eMy (hopcoBaHOTO BUAMXY 3a nepiny cekyHay (ODB|) Ta ¢popcoBanoi

KHUTTEBOI €MHOCTI JiereHb) nmpoTsrom 30 XB micis mepioi 1o3u, edekr TpuBaB 24 roauHHU.
dapMakogMHAMIYHUN CTaOITBHUN CTaH JOCATAETHCS MPOTATOM OJHOTO THXKHS. Y OLIBIIOCTI
MaIieHTiB OpOHXOAMJIATAlllsl BAHUKAE Ha 3-U JeHb.

3a pe3yabTatamMu 1oJieHHUX BUMiptoBaHb, CITIPMBA 3HauHO nmokpariiye paHKOBY Ta BEUipHIO
MaKCUMaJIbHY HMIBUJIKICTh BUIUXY.

[Tokpamanus GyHKIT JereHb 30epiraeTbes 0€3 03HAK TOJIEPAHTHOCTI.



Bbponxoaunaraiisi TpUBa€ MpOTATOM 24-TOJIMHHOIO IHTEpBaTy JO3YBaHHs MOPIBHIHO 3 TAKOIO
npu 3acTocyBaHHi mane6o. [Ipu npomy He BpaxoByBanocs, npusHauanu CIIIPYBY Bpanui un
yBeuepi.

CIIIPMBA 3HayHO 3MEHINy€e 3aJMIIKYy; MOKpAIIaHHS CTaHy 30epirajocs MpOTATOM YChOTO
nepiofy JiKyBaHHS.

CIIIPMBA 3HayHO 3MeHuIye KinbKicTh 3aroctpeHb XO3JI Ta 30inblrye 4yac 10 HAacTaHHS
MEPLLIOTO TSYKKOIO 3arOCTPEHHS.

CIIIPMBA 3Ha4HO MOKpAlly€ SKICTh JKUTTSA, IO CTOCYETbCS 3I0POB’S; IMOKpAIIaHHS
30epiranocs NpoTAroM yChOro Mepioy JiKyBaHHS.

CIIIPMBA 3HayHO CKOpOUYYy€ KUIbKICTh FOCIITaIi30BaHUX MAIi€HTIB 13 3arocTpeHHsiMu XO3J1
Ta 3aTPUMYE Yac JI0 MEepIIOi TocmiTati3alii.

Y nBox pocmipkenHsx CIIIPMBA 3HauHO mnokpammuia TOJEPAHTHICTH A0 (hi3MUHOrO
HABaHTAXEHHsI, 00OMEXEHOT0 CUMIITOMAMH 3aXBOpIOBaHHS, Ha 19,7 % 1a 28,3 % .

VY nocnimxenni 3actocyBanns CITIPUBU no 18 mkr ta 54 mkr (Tpuyi o 18 Mxr) npotsirom 12
JHIB HE CIIPUYMHIIO NoioBxeHHs QT-iHTepBaly 3a MoKa3HUKaMH €JIeKTPOKapAiorpamMH.

VY yotupupiuHOMY aochipkeHHI 3a ydacTio 5 993 mamientiB CIIIPUBA mnigrpumysana
nokpamanHs nokasHuka O®B| mpoTsrom ychoro mnepioay, Mo, MpoTe, HE 3MIHIOBAJIO
3arajbHOPIYHUHN NOKa3HUK 3HIKeHHS ODB.

[TpoTsirom nikyBaHHS Ha 16 % 3MeHITYBaBCs pU3HK JIETAIBHOCTI. 3arajbHa YacToTa JIETAIbHUX
BunajkiB ckiangana 4,79 na 100 mamiento-pokiB y rpymi miane6o nopisasHo 3 4,10 na 100
MAIEHTO-POKIB y TPYIIi TIOTPOIiiO (CHiBBIAHOIIEHHS PU3HKIB (TioTpormiit/miane60)0,84, 95 %
CI-0,73; 0,97). JlikyBaHHS TIOTPOITi€M 3MEHIIIYBAJIO PU3MK AUXAJIbHOI HerocTaTHOCTI Ha 19 %
(2,09 nopiBusaHO 3 1,68 Bunaaky Ha 100 nawieHTO-poKiB, BIIHOCHUHN pU3HK (TiOTpOMiii/miane6o)
- 0,81, 95 % CI - 0,65; 1,00).
@apmakokinemura. TiOTpomili € YETBEPTUHHOI aMOHIEBOIO CIIONYKOIO, IO TMOMIPHO
PO3UMHSETHCS Y BOJI. Ti0TpOIIiii 3aCTOCOBYIOTH Y BUIJIAII CYyXOT'O MOPOILIKY JUIS IHT AN, Sk
MIPaBUJIO, IPH IHTATSALIHOMY c110c001 3aCTOCYBaHHS O1JIbIIIa YaCTUHA J03H, 110 BUBLIBHSIETHCS,
ociJja€ y NUTyHKOBO-KHMIIIKOBOMY TPAKTi Ta B MEHIIIN KiJIbKOCTI — Yy JIETCHSIX.
Abcopoyis. 1licns iHTrassMii CyXoro nmopomky adbcomoTHa 061010CTyIHICTh CTaHOBUTH 19,5 %,
II0 € O3HAKOI BHCOKOi OiomocTymHOCTI (pakuii, ska pocsarae yereHb. AOCOIOTHA
0100CTYIHICTh PO3YUHY TIOTPOMiIO JAJS TMEpOpaIbHOTO 3aCTOCYBaHHS CTaHOBUTH 2-3 %.
MaxkcumanbHa KOHIIEHTpALis TIOTPOIIiI0 y IUIa3Mi KPOBI CHIOCTEPIraeThCs yepes 5-7 XB MICHA
1HTasTAnl.
ITpu cTabinbHOMY CTaHI MaKCHMAJIbHUHM PiBEHb TIOTPOIMIO y mia3Mi KpoBi namieHTiB 3 XO3J1
CcTaHOBMB 12,9 mr/mMi i HMIBHIKO 3HIDKYEThCS 3a OaraTOKaMepHOI MoAeuio. MiHiManbHa
KOHIICHTpALlis TIOTPOMIiIO y IUIa3Mi KpOBI MpU CTabUIbHOMY cTaHi craHoBuTh 1,71 mr/mi.
CucTeMHHil BIMB T1icas iHransmii tiorpomnito uepes npucrpoi XEHJIXEWJIEP 6yB cxoxmii
Ha BIUTUB Micis iHraysuii Tiorpomnito yepes inranstop PECIIIMAT.
Posznodin. 72 % npenapaty 3B’s3ye€Thbcs 3 OlIKamu Tu1a3Mu KpoBi. OO0’ €M pO3MOALTY CTAHOBUTH
32 n/kr. JlokanpHa KOHIIEHTpALlisl y JIETE€HSX HEBIJIOMa, aje, BUXOISYH 31 CIIOCO0y
3aCTOCYBaHHS, IPUITYCKAETHCS BUCOKA KOHIIEHTPALIS B JIETEHAX. Y TOCITIKEHHSIX HA TBApUHAX
JIOBEJICHO, IO TIOTPOMii HE MPOHUKAE KPi3b reMaTroeHuehaniyHuii 6ap’ep B 3HAYHOMY 00’ €Mi.
biompancgopmayis. Ctyninb 6ioTpancdopmartii Manuii, ocKinbKu 74 % BiICOTKU HE3MiHEHOT
cyOcTaHIii BHBOAWJIOCS 3 CEYEI0 TMiciAsd BHYTPIIIHBOBEHHOTO BBEAEHHS 30POBUM
n06poBoabLAM. TioTpomiil sik ckinanuuil edip HeepMEHTAaTUBHO PO3NANAETHCA 0 CUpTy N-
METHJICKOIIHY 1 JAWTIEHUITTIKONEBOI KHCIOTH, SIKI HE 3B’SA3yIOTbCA 3 MYCKapHMHOBHUMH
peLenTopamu.



Jlani 3a DOCHiIKEHHSAMH in-Vvitro Ha MIKpOCOMaXx IMEYiHKU Ta Trenaronurtax Tiotpomii (< 20 %
703U TMicIsl BHYTPIIIHBOBEHHOTO BBEACHHS) META0OJI3yeThCS MUIAXOM 3aJIeKHOTO Bij
utoxpoMmy P450 okMCHEHHS Ta MOJANBIIOI TIyTaTiOHOBOI KOH'IOTalii 10 pPi3HOMaHITHUX
metabomiTiB ¢asu 1. Lleit pepmenTHHI NaHIIOr MOXKe IpUTHIYYyBaTucs iHridiropamu CYP450
2D6 (ta 3A4), XiHIIMHOM, KETOKOHA30JIOM Ta rectofeHoM. Ykazani CYP450 2D6 ta 3A4
O0epyTh y4acTh y METaOONIYHUX MEePETBOPEHHSX, SIKi BiIMOBIAAIOTh 32 BUBEACHHS MEHIIOT
YacTUHM J034. T10TpoIIiif HaBITh Y cynpaTepaneBTUYHUX KOHIEHTPALISIX HE 1HT10Yy€e HUTOXPOM
P450 1A1, 1A2, 2B6, 2C9, 2C19, 2D6, 2E1 Ta 3A Ha MikpocoMax MEYiHKH.

Eniminayia. EdexTUBHUIA nepiol HAaMiBPO3MaLy TIOTPOIIIO BiI3HAYAETHCS B TPAHULIAX MiX 27
Ta 45 ropuHamu micis 3acTocyBaHHs y namienTi 3 XO3JI. 3araneHuil knipeHc craHoBuB 880
MJI/XB TiClsi BHYTPIIIHBOBEHHOTO BBEJACHHS MOJIOJUM 310pOBUM BojoHTepam. Ilicns
BHYTPIIIHFOBEHHOTO BBEJEHHS TIOTPOMi TOJOBHUM YHHOM BHUBOJUTHCA 3 CEUYCHO Y
He3MiHeHOMY BUIIIAL. TTicns iHrassmii cyxuM MmopomKkoM BUAIJICHHS 3 CEYe0 CTAaHOBUTH 7 %
(1,3 MKr) Big HE3MiHEHO! KUTBKOCTI MPOTATOM 24 TOAMH, 3aIHIIOK HE abcopOyeThCs
KUIIEYHUKOM 1 BUBOJIUTHCA 3 KajJoM. HMpKOBHI KIIIpEHC TIOTPOMIiIO MEPEBUIIYE KIIpeHC
KpeaTuHiHy, 110 BKa3ye Ha BUJUIEHHS B ceuy. Ilicis MOCTIMHOrO 10/IeHHOTO 1HransuiiHOro
3acTocyBaHHA Yy mauieHTiB 13 XO3JI ¢papmakokiHeTHIHUN cTaOUIbHUH cTaH JocAraBcs yepes 7
THIB 06€3 MOoJaNbIIo] KyMYJISIII].

Jlinitinicmo/neniniiinicms.  TiOTpomiii  MPOAEMOHCTPYBaB  JIiHIHHI  (hapMaKOKIHETHYH1
BJIACTUBOCTI y TEPAleBTUYHOMY Jiaa30Hi He3aJIeXHO BiJl JIIKapchKoi (hopMu.
Dapmaxokinemuka y nayieHmis 1imnvo2o 6ixy. SIK 1 JUIs BCIX 1HIIMX JIIKapChKHUX 3ac00i1B, fKi
31€01IBIIOT0 BUBOASATHCS 13 Ceuero, MPHU 3aCTOCYBAaHHI TIOTPOIIIO y MAIIEHTIB JITHHOTO BIKY
3HWKYETbCS HUPKOBUH KimipeHc (365 mur/xB y narieHTiB i3 XO3JI BikoMm < 65 poKiB MOPiBHAHO
3 271 mu/xB y mauientiB 3 XO3JI Bikom > 65 pokiB). Lle He mpu3Bene 10 BiIMOBIIHOTO
30inbmenns 3Hauenb AUC(_g g5 800 Crpay, ss-

Dapmaxokinemuxa y nayicHmis i3 nopyweHHamu Qyuxyii Hupox. IHranguiiHe 3acToCyBaHHS
tioTpornito 1 pa3 Ha 100y y nauieHTiB 3 XO3JI y piBHOBa)XHOMY CTaHI 3 JIETKOIO HUPKOBOIO
HelocTaTHICTIO (KkiipeHe kpeaTuHiHy 50-80 Mi/XB) NMpHU3BENO 10 HE3HAYHOTO 3POCTaHHA
snauenb AUC( g5 (Ha 1,8-30 %) Ta OTpUMaHHA CXOKHMX NOKa3HUKIB Cpnax MOPIBHSHO 3
Manie€HTaMM 3 HOPMAJIbHOIO (PYHKIII€I0 HUPOK (KJIIpEHC KpeaTuHiny > 80 MII/XB).

VY mamientiB 3 XO3JI 13 cepenHiM ab0 TSHKKUM TMOPYMIEHHAM (YHKIT HUPOK (KIIpEHC
KpeaTuHIHy <50 MJI/XB) BHYTpPIIIHBOBEHHE BBEACHHS TIOTPOMIIO MPU3BOJIUTH A0 301IbIIECHHS
B/IB14i 3aranbHOi ekcro3uiii (mokasauk AUC()-4roy Bumuii Ha 82 %, moka3Huk C ;¢ BUIIMHA Ha

52 %) nopiBHSHO 3 NMalll€EHTaMH 3 HOPMaJIbHOIO QYHKIIIEI0 HUPOK, L0 MiITBEPIKY€ETHCS JaHUMHU
PO KOHLEHTPALI0 y MJIa3Mi KPOBI HICJIS IHTaJIALI] CyXOro HOPOLIKY.

Dapmarokinemuxa y nayienmis iz nopyueHHamu Qyukyii nevinku. IlediHKkoBa HETOCTATHICTh
HE Ma€ CYTTEBOro BIUIMBY Ha (apMakokiHETUKY TioTponito. TioTpomiii 31e011b110T0
BHJIUTAETHCS NUISIXOM HUPKOBOI eniMinamii (10 74 % y Monoaux 310poBUX JOOPOBOJIBIIB) Ta
LUIIXOM POCTOr0 HehepMEHTATUBHOIO PO3ILEIIIICHHS €Qipy 10 MPOAYKTIB, K1 HE 3B'SI3yI0ThCS
3 MyCKapUHOBHUMH PELIETITOPAMHU.

Hayienmu 3 XO3J1 anoncwkoi nayii. I1ig yac nepexpecHoro nopiBHAHHS CepeiHg MaKCUMalbHa
KOHLEHTpALll TIOTPOIMIIO B MJ1a3Mi KpoBi uepe3 10 XBUIMH Miciis BBEJICHHS Yy CTaH1 piBHOBaru
Oyna Ha 20 - 70 % BUIIOIO y SIMOHIIIB OPIBHSAHO 3 €BPOINEHIIIMU MICHIS IHTAISALIN TIOTPOIIiIO, ajie
O3HaK MiJBUIIECHO]T JIETaJIbHOCTI a00 PU3UKY YCKIIAJHEHb 3 OOKY Ceplis y SIHOHCHKUX MaIli€HTIB
MOPIBHSHO 3 €BporneisiMu He Oyio. oo iHmmMX pac abo €THIYHUX TPy ICHYE HETOCTATHBO
(hapMaKOKIHETUYHHUX JTAHUX.

Bszaemoss’sazox hapmaxoxinemuxa/papmarxoounamixa. Hemae mpsMoro B3a€MO3B’S3KYy MIXK
(hapMaKOKIHETHKOIO Ta (papMaKOAMHAMIKOIO.



KuiniuHi XapakTepucTHKH.

Ilokazanns.

[TinTpumyroda OpOHXOJIITUYHA Tepamiss A MOJETHICHHS CHUMITOMIB TP XPOHIYHOMY

00CTpYKTUBHOMY 3axBoproBaHHi jiereHb (XO3JI).

IIpomunokaszanns.

[Topomok s iHranauid CITIPUBA npoTtunokazanuil narieHtam 3 BiIoMOIO TiEpYyTIUBICTIO

710 TIOTPOIiI0 OpOMiTy, aTporiHy abo HOro MoXiAHUX (J10 IIpaTpomio ado OKCUTPOMii0) abo 10

IHIIIUX KOMIIOHEHTIB IMIpernapary.

B3aemooia 3 inwumu nikapcokumu 3acodamu ma inuii 6uOU 63a€mMo0iil.

HesBaxarouu Ha Te, 110 (hopMalIbHI JOCIIKEHHS B3a€EMO/IIT 3 IHITMMH JIIKapChbKUMHU 3ac00aMu

HE TMPOBOAMIMCS, TIOTPOMit0 OpOMiJ 3aCTOCOBYBAJIM CYMICHO 3 IHIIMMH IIpernapataMmu

(cuMnaToMiMeTH4YHI OPOHXOAMIATATOPH, METUJIKCAaHTHHH, MEpOopajbHI Ta I1HraylsALiiHI

CTepOiau, Mo 3aCTOCOBYIOTH Yy JiKyBaHHI XO3JI) 6e3 KIiHIYHUX AOKa3iB B3a€MO/I1 3 IHIIUMU

JKapChbKUMHU 3aCO0aMH.

He Oyi0 BcTaHOBIIEHO, 1110 BUKOPUCTAHHS aroHICTiB OeTa-aJpeHOoperenTopiB TpUBaioi Aii abo

IHrISIIHHUX KOPTUKOCTEPOIiB 3MIHIOE €KCITO3HIIII0 TIOTPOIIIIO.

Onnak npuzHauenHs CIIIPMBU y noeananHi 3 aHTUXOMIHEPTIYHUMU JIIKAPCHKUMHU 3ac00aMu

HE JIOCTIIKYBAJIOCs 1, OT)KE, He PEKOMEHIY€ThCSI IS 3aCTOCYBaHHS.

Ocobueocmi 3acmocysanns.

CIIIPMBA € OpoHxoauiaTtaTopoM, SIKMH Hpu3Ha4aoTh | pa3 Ha A00y Ui MiATPUMYIOYOi

Teparlii, 1 He MPU3HAYEHUH I TOYaTKOBOTO JIIKYBaHHS FOCTPUX HamaliB OpOHXOCHa3My.

ITicna 3actocyBanns CITIPUBU MoxiuBi peakiii rinepyyTIMBOCTI HEralHOTO THILY.

Sk 1 iHmi adtuxomiHepriuni mpemnapatu, CIIIPUBY cnig 3actocoByBaTH 3 00€peKHICTIO

NamieHTaM 13 3aKpUTOKYTOBOIO TIJIAYKOMOIO, TiNepIUia3i€ero MepeaMiXypoBoi 3amo3u  abo

OOCTpYKIIi€0 NIMUKK CEYOBOTr0 Mixypa (IuB. po3ain «I1o6iuni peakiii).

[HranguiiiHi npenapaTi MOXKyTh CIPUYMHATH 1HIYKOBAaHUM 1HTAJAIIEI0 OPOHXOCTIA3M.

[Ipenapar cinifi BUKOPUCTOBYBAaTH 3 OOEPEKHICTIO TaKMM MAlliEHTaM: TUM, XTO HEI[0JaBHO

nepexic iHpapKT Miokapaa (<6 MicAwiB); ocodaM 3 Oyab-SKOI HECTIMKOIO a00 HeOEe3MeYHOI0

IUISL )KUTTS apUTMi€t0 ab0 apuTMi€ro, 0 BUMaraia BTpy4aHHs abo 3MiHH Teparlii B MUHYJIOMY

poui; rocmitanizoBanuM 3 cepueBoro HenocraTHicTio (NYHA kmacy III a6o IV) mpotsrom

OCTaHHBOTO poKy. L{i marienTH Oyu BUKIIIOUYEH] 3 KIIHIYHUX BUNIPoOyBaHb. [Ipu Takux craHax

AHTUXOJIHEPTTYHUN €PEeKT MOKe IM 3aIIKOANUTH.

OcCKibKM KOHIEHTpALlisl y TU1a3Mi KPOB1 TIOTPOIIiI0 OpOMiay 3pOCTa€ y MaIi€HTIB 3 HUPKOBOIO

HEJIOCTATHICTIO BiJ MOMIpHOI 10 TsDKKOi (KimipeHc kpeatuHiny < 50 mu/xB), CITIPUBY crmin

3aCTOCOBYBATH TUIBKU SKILO OYIKYBaHA KOPUCTh NEPEBUILY€E MOTEHUINHUH pu3uk. JlaHi o0

TpuBanoro 3actocyBanHs CIIIPVMIBU martieHTaM 3 HUPKOBOK HEIOCTATHICTIO BIJICYTHI (ZIMB.

po3ain «PapMaKOKIiHETHKAY ).

ITarieHTH NOBMHHI YHUKATH MOTPAIUIIHHS HOPOUIKY B oui. Lle Moxe npu3BecTH A0 MOTipLIeHHS

3aKPUTOKYTOBOI TJIayKOMH, 000 a00 IUCKOMQOPTY B OYaX, TUMYACOBOI HEUITKOCTI 30Dy,

BITUYTTS MOSBH OpPeoly a00 KOJBOPOBUX IUISIM TEpe ourMa y KOMOiHaIlii 3 MOYepBOHIHHAM

OKa y BUTJISAI TinepeMii KOH IOHKTUBU a00 POTIBKHU.

[Ipu mosiBI TepeniueHuxX CUMNTOMIB y Oyab-sIKii KOMOIHAINi CIiJ, TaIli€eHTH TOBWHHI
MPUITUHUTHA BUKOPHUCTAHHS TIOTPOIIO OpOMiZIOM 1 HE Tal4yd 4Yacy, 3BEpHYTHCS 3a

CIeLiaTi30BaHOK MEJUYHOIO JOITOMOTOIO.

CyXiCTb y pOTi, IKa CIIOCTEPITa€ThCsI IPU AHTUXOJIIHEPTIYHIN Teparii, MOKe B IIEPCIIEKTUBI Oy TH

MOB'sI3aHA 3 KapieCOM.

CIIIPMBY He cif BUKOPUCTOBYBATH O1UJIBIIIE OJTHOTO pa3y Ha JICHb.

[Ipenapat MiCTUTB 5,5 MT TaKTO3W MOHOT1ApATy B OJIHIA KaICyJIi.



3acmocysanns y nepiod eazimuocmi ado 200y8anus 2pyoon.

Bacimuicms. Jlani 11070 3aCTOCYBaHHS TIOTPOII0 BariTHUM >KIHKaM JyKe€ OOMEKEeHi.
JIOKJIiHIUHI TOCTIPKEHHSI HE BUSBUIM IMPSAMOro ab0 ONOCEPEeKOBAHOTO LIKIAJIUBOTO BILUIUBY,
acoIifloBaHOTO 3 PENPOAYKTUBHOIO TOKCHYHICTIO, NMPH KIIHIYHO 3HAYYHIIMX Jo03ax. Sk
3anmoObKHMHN 3axiJ, ¢ yHukatu 3actocyBanHs CITIIPMBU mpoTsrom BariTHOCTI.

Tooysanns epyooro. HeBimomMo, 4u TIOTpOIMi0 OpoMil MPOHHUKAE y TPYyIAHE MOJIOKO.
He3Baxarouu Ha pe3ysbTaTH JOCTIKEHb, IPOBEIEHUX Ha TPU3YHAX, 10 MOKA3aJIu BUALICHHS
TIOTPOITIO OpOMily Y TpyJIHE MOJOKO TUIBKM B Masoi KiJIbKOCTI, 3aCTOCYBaHHS Ipenapary y
Nepio/l TOAYBaHHS IPYA/II0 HE PEKOMEH/I0BaHO.

TioTpomito OpoMif € croayKoro TpuBajoi Aii. PilieHHs mpo Te, 4 MpOoA0BKYBATH/IPUITHHITH
rOAyBaHHs IpyAI0 ab0 MpoIoBXKyBaTH/IpUNUHATH 3actocyBanHs CITIPYBU, cain npuiimaTtu
3 ypaxyBaHHSM OILIIHKH IepeBaru rpy/IHOr0 TOyBaHHS Ul TUTHHHU 1 KOPUCTI B Tepartii 1is
KIHKH.

Depmunvuicms. He Mae [IOCTyNMHHMX KIIHIYHMX JaHMX MO0 BIUIMBY TIOTPOMIiI0 Ha
(bepTunbHICTh. Pe3ynbTaTu TOKIIIHIYHOTO BUBYEHHS TIOTPOIiIO HE TOKA3aJId HasiBHOCTI Oy/b-
SKOro He0a)kKaHOTO BIUIMBY Ha (DepPTUIIBHICTS.

30amuicms ennueamu Ha WEUOKICMb peakyii npu KepyeaHHi AemMOMpPAHCHOPMOM ado
IHWUMU MeXAHIZMAMU.

JlocnmipKeHHs BIUTUBY Ha 3JIaTHICTh KepyBaTH aBTOMOOLIeM a0o0 IHIIMMHU MEXaHi3MaMH He
npoBowincs. IlosBa 3amamMopodeHHs, TOJOBHOro Oo0if0 ab0 HEYIiTKOCTI 30py MOXKe
BIUIMHYTH Ha 3/1aTHICTh KEPYBaTH aBTOMOO1JIEM a00 1HIIMMHU MEXaHi3MaMH.

Cnoci6 3acmocysannsa ma 0o3u.

Jlikapcbkuit 3aci0 MpU3HAYSHUH JIMIIE 17151 3ACTOCYBAaHHS 1HTAIALIHHO.

PexomennoBana noza CIIIPUBU - 1e inransuis BMicTy onHiei kancynu 1 pa3 Ha o0y 3a
JIOTIOMOT OO iHTansmitHoro npucrporo XEHIXENJIEP. [Hransmico ciix poSuTH B O1uH i TOi
e Jac 100M.

PexomeH10BaHy 103y HE CIIiJl IEPEBUILYBATH.

Kancynu He npusHaveHi Ui mepopajibHoro 3actocyBanHs, kancyiaun CITIPUBA He moxHa
KOBTATH.

[Ipemapar cmig 3acTOCOBYBATHM JIMIIE 32 JIOMOMOTOI  IHTAIAIIMHOTO  MPHCTPOIO
XEHIIXEUJIEP.

Oco6suB1 Tpynu

[MTamientam miTHbOro Biky 3actocoByBaTH CIIIPMBY numie y pekomMeHIOBaHOMY JiKapem
JI03YBaHHI.

[TamienTaM 3 HUPKOBOIO HemocTaTtHicTio cmix  3actocoByBatu CIIIPUBY  srigHo 3
PEKOMEHI0BAHOIO JikapeM n103010. [Hpopmanis npo 3acrocyBanus CIIIPMBU namientam 3
HUPKOBOIO HEJIOCTATHICTIO BiJl HOMIPHOI 0 TSXKKOT (KiipeHe KpeaTuHiHy < 50 MiI/XB) HaBeJeHa
B po3ainax «OcobIuBOCTI 3aCTOCYBaHH» Ta «DapMaKOKIHETHKA.

[TamienTamM 3 TIEYIHKOBOIO HENOCTaTHICTIO MokHa 3actocoByBatu CIIIPUBY 3rimno 3
PEKOMEHI0OBAHOIO JIiKapeM J03010 (AuB. po3ail «DapMaKOKIHETHKA).

Incmpykyisa 0na 3acmocy8aHus.

Jlns 3a0e3meyeHHs HAJEXKHOro 3acTOCYBaHHS IpenapaTy HEOoOXiJHO NpoiHdopMmyBaTH
Nali€HTa, SK BUKOPUCTOBYBATH IHTAJISATOP.

ITpu 3actocyBanni npenapaty CIIIPUBA cnig notpuMyBatucs peKoMeH ALl JiKaps.
Turansuitiamii  npuctpii XEHIIXEMJIEP 6yB po3po6IeHmii CHEeLiagbHO Uil Kamrcyil
CIIPUBU. Horo e clIiji BUKOPUCTOBYBATH 3 iHIIAMH JIiKAPCHKMMHU 3aCO0aMH.

Turansuitiamii npuctpiit XEHJIXENJIEP MoXKHA 3aCTOCOBYBATH HPOTSTOM OJHOTO POKY, 32
YMOBH BUKOPHCTaHHS HOTO0 3a MPU3HAYCHHSM.




ITnno3axucHUM KOBITQUOK.
MyHamryx.

OcHoBa.

Knonka ais po3nuieHHs.

[Tnatdopma 3 IEHTPATHHOIO KaMepOIo.

M S

1. 1106 BiIKpUTH NHIO3aXUCHHI KOBIAYOK, CJiJl HATUCHYTH HAa KHOTIKY
JUTSL PO3ITMIJICHHS 10 YIOPY Ta BiITYCTHTH.

2. BigkpuTu nui03aXxuCHUN KOBMAYOK, IMTHIBIITN HOTO Bropy.
[ToTiM BiAKPUTH MYHIIITYK, TIAHSBIIA HOTO Bropy.

3. Bunyuntu kancyny CITIPUBU 3 6aictepa (Oe3nocepennso nepen
3aCTOCYBAHHSIM) Ta PO3MICTUTH 11 Ha MIATPOPMi 3 IEHTPATHHOIO
KaMepolo, SIK MOKa3aHO Ha MaOHKy. Hemae 3HaueHHS, SKOK CTOPOHOIO
MOMICTUTH Karicyny B kamepy (5).

4. BaKpI/ITI/I MYHALITYK H_IiJ'IbHO J0 KiIallaHHs, 3aJIUIINTH MMUI03aXUCHHUI
KOBIIAQ4YOK BiI[KpI/ITI/IM.

5. Tpumatu XEH/IXENJIEP MyHIIITYKOM Yropy i HATHCHYTH KHOIIKY
JUISL PO3IIJIEHHS J0 YIIOPY OJIMH pa3 1 BIAMYCTUTH.

Ile pobuTth 0TBOpPHU B 0OOJIOHIII KalCyIH Ta Aa€ 3MOTY Ipenapary
BUBUIBHUTHUCS MPU BIUXAHHI.




6. TIoBHICTIO BUIUXHYTH.
BaxnuBo: He BUAMXATH y MyHIIITYK Y OyJIb-sIKOMY pas3i.

7.

Higustu npuctpiit XEHAIXEMJIEP 1o pota Ta OXOMHUTH LIUIBHO TyGaMu
MYHAIITYK. TpUMaTH TOJIOBY MPSAMO 1 BAIUXHYTH MOBUIBLHO 1 TIIHOOKO, aje
TaKUM YHHOM, 11100 TTOYyTH a00 BIIUYTH BIOpaIlito KarcyJiu.

BayxaTu MOKM JiereHi He HAIOBHATHCS;, MMOTIM SKOMOTa JIOBIIIE 3aTPHUMATH
JIMXaHHSI 1 B TOW JK€ CaMHU Yac BUMHATH MYHAIITYK i3 pOTa.

[ToHOBUTH TUXaHHSI.

[ToBTOpUTH 1ii, 3a3HaUeH] HAa pUCYHKaxX 6 1 7 Ie OAMH pa3 Ui TOBHOTO
BUTIOPOXXHEHHS KaTICYIIH.

8. BimkpuTu MyHIIITYK 3HOBY. BUTSATTH BUKOpUCTaHY Karcyy i
BHUKHHYTH.

3aKpUTH MYHIIITYK 1 TAJI03aXUCHUIN KOBITAYOK TSI 30€piraHHs
npuctporo XEHJIIXENJIEP.

Ounmenns npuctporo XEHIXEMJIEP

Yucruru npuctpiit XEHJIXENJIEP noTpiGHO 0MH pa3 Ha MicSIIb.
Binkputu nuno3axucHui KoBHavok i MyHImrtyk. [1oTiM Bigkputu
OCHOBY, MiJIHIMal04y KHOTIKY JJIs1 po3nuiieHHs. [IpoMuTH Bech iHransaTop
TEIIOI0 BOZOIO JJISl BUJIAJICHHS MOPOIIKY. PeTenbHO BUCYIINTH MPUCTPIiid
XEH/IIXEWJIEP, MIPOMOKAIOYH 3AJTHIIIOK BOJIM MANIEPOBOIO CEPBETKOIO 1
NPOCYIIYIOYH Ha MOBITP1, 3AJIUIIMTH MPU LIbOMY IHJI03aXUCHUN
KOBIAUOK, MyHJIIITYK 1 OCHOBY BiIKpUTUMHU. [IpocyiryBanHs Ha MOBITPi
3aiiMae 24 roAMHU, OT)KE, OUUIIECHHSA NOTPIOHO PO3MIOYNHATH OJIpa3y
icJisi BUKOPUCTAHHS, 11100 MpHUCTpiii OyB rOTOBHIA 10 HACTYITHOTO
3aCTOCYBaHHS.

[Ipu HEOOXiTHOCTI MYHALITYK MOYKHA OYUCTUTHU 30BHI 3a JJOIIOMOT'0I0
BOJIOT01, aJIe He MOKPOI TKAHUHHU.

Po3zkpurts 6mictepa

A. Bigninutu cMmyru 61ictepa, po3ipBaBIld Y310BX nepdopariii.




B. Po3kpuru (6e3mocepeHb0 nepei BUKOPUCTAHHSAM) JI0 HAIHCY
«CTOII».
SIkmio BUMmaaKoBo Oya BiAKpUTA 1€ OJHA KarcyJa, TO i CIIiJi BUKMHYTH.

C. Buiinstu kancymny

Kancynu CIIIPUBA wmicTATh nuIlie HEBETUKY KUIBKICTH MOPOIIKY, TAKMM YHHOM, KarcyJia
HAIMOBHEHA JIUIIIE YaCTKOBO.

Himu.

[Ipenapat He MpU3HAYECHHH 7151 3aCTOCYBAHHS JIITSM.

Ilepeoo3ysanns.

Bucoxki go3u CITIPUBU MOXyTh CIPUYUHUTH aHTUXOJIHEPT14HI CHMITTOMH.

[Ipote cucTeMHi aHTUXOJIIHEPTiYHI MOOIYHI edeKTH OyJu BiJICYyTHI Y 3I0POBHX JOOPOBOJIBIIIB
TiCIIst pa3oBoi 103 ax 710 340 MKT TiOTpoITii0 OpoMiy.

Koanux 3HayHUX MOOIYHUX peakilii, KpiM CyXOCTi B POTi, HE CIOCTEpIranocs micist 7 JHIB
npuiiomMy TioTporir opominy 10 170 MKT y 310pOBUX TOOPOBOJIBIIIB.

Y nmocmikeHHsx OaraTopa3oBoro Jo3yBaHHsS y marmieHTiB 13 XO3JI 3acTocyBaHHS
MaKCUMaJIbHOI 000BO1 1031 43 MKT TIOTpOMit0 OpOoMiay IpOTATroM 4 THKHIB HE CIPUYHHHIIO
3HAYHHUX MOOIYHUX PEAKITIH.

l'ocTpa iHTOKCHKAIlS TPH MEPOPATLHOMY 3aCTOCYBAaHHI KarlCysl TIOTPOIK MaJIOWMOBipHA
4yepe3 HU3bKY MepopasbHy 01010CTYIHICTb.

Io6iuni peaxuii.

bararo 3 mepepaxoBaHux HeOaxaHuUX €(EKTIB MOXKHA BIJHECTH JO aHTUXOJIHEPTIYHHUX
Biactusocrer CITIPUBU.

[To6iuni peaknii Ha mpenapar OyJ0 BHU3HAYEHO 3a JaHUMH, OTPHUMAHUMHU 3 KIIHIYHHUX
BUNPOOYBaHb 1 CIIOHTAHHHUX IIOBIIOMJICHb MPOTSITOM IicIsApeecTparliiinoro mnepioay. basza
JTAHUX KIHIYHUX JOCTIIKeHb BKIOYae 9 647 maii€eHTiB, SKi 3aCTOCOBYBAJIU TIOTpomid y 28
mane0o0 KOHTPOIbOBAHUX KIIIHIYHUX BUIIPOOYBAaHHSX 3 TIEPI0JIOM JIIKYBaHHS BiJl 4 THXKHIB J10
4 poKiB.

YacToTa BUHUKHEHHS MOOIYHUX peakiliil BiamosigHo 10 MedDRA:

nyxe gacto (> 1/10);

gacto (> 1/100, < 1/10);

Hewacto (> 1/1000, < 1/100);

nooauHoKi (> 1/10000, < 1/1000);

pinkicHi (<1/10000);

HEB1IOMO (HE MOYKHA BU3HAYUTH 32 HASSBHUMHU JIAHUMH ).

3 60Ky 06MiHY peuosuH:

HEBIIOMO — 3HEBOHEHHS.



3 boky yenmpanvHoi Hep8osoi cucmemu:

HEYacTo — 3a[laMOPOYEHHs, TOJIOBHUHN O1JIb, MOPYIIEHHS CMaKOBHX BiIYYTTIB;

HOOJUHOKI — O€3COHHSL.

3 60Ky opeanis 30py:

HEYacTO — HEUITKICTh 30DY;

MOOIMHOKI — TJIayKOMa, MiABUIIEHHS BHYTPIIIHBOOYHOTO TUCKY.

3 boky cepyego-cyounHoi cucmemu:

HeyacTo — (i0puItsLis nepeacepip;

MOOIMHOKI — CYyIIPaBEHTPUKYJIIPHA TaXiKap/isd, Taxikapis, BIAYYTTS cepleOnTTs.

3 6oky ouxanvhoi cucmemu, opeanie 2pyoHoi KIImMKU ma cepe0oCmiHHsA:

HEYacTo — Kallelb, TUCOH1s, PapuHTIT;

MOOAMHOKI — OPOHXOCMa3M, HOCOBI KPOBOTEYI, JIAPHHTIT, CHHYCHT.

3 60Ky WIYHKOBO-KUWKOBO20 MPAKMY:

4acTo — CyXICTh Y POTi;

HEYacTo — 3arop, racrpoe3ogareaibHa pedIrokCHa XBOpoOa, KaHIUA03 POTOBOI MOPOKHUHU 1
TJIOTKH;

MOOIMHOKI — HEMPOXIJHICTh KUIIEUYHUKY, 10 BKIIOYA€E MApATITUYHY HENPOXIAHICTh KUIICYHHKY;
nucdarisi, TIHTIBIT, TIIOCUT, CTOMATHUT, HYJI0Ta;

HEBiJIOMO — Kapiec 3y0iB.

3 6oky imyHHOI cucmemu, WKipy ma NIOWKIPHOT KITMKOBUHIL:

HEYacToO — BUCHII,

MOOIMHOKI — AHTIOHEBPOTHUYHUHN HAOpPSK, TiNepUyTIUBICTh (BKJIIOYAIOUM aJepriuHi peaxiii
HEraifHOTO THITY ), CBEpO1K, KPOIHUB'SIHKA,

HEBIZIOMO — CYXICTh LIKipH, 1HQEKIT MIKIpH Ta YTBOPEHHS BUPA30K, aHA(ITAKTUUHI peaKLii.

3 6oky onopHo-pyx080i cucmemu ma cnOLY4YHOI MKAHUHU.

HEB1ZI0OMO — HAaOpsK CyTI001B.

3 6oxky cevosudinvhoi cucmemu:

HEYacTo — 3aTPUMKa cedl, AU3ypis;

MOOAMHOKI — 1H(EKIIis] CECYOBUBIHUX IUIAXIB.

Omnuc okpeMux NOoOIYHUX PeaKIlii

Y  KOHTPONBOBAaHMX  KJIIHIYHUX  JIOCHIDKEHHSX  3a3BUYail  crocrepiraiacs  Taka
aHTUXOJIHEePriyHa MoOIYHa peaklilis, K CyXiCTh y poOTi, IO BiA3Hauyanacs npudiusHo B 4 %
MMaI€HTIB.

VY 28 kniHIYHUX BUNPOOYBAHHAX CYXICTh y POTI IpU3BEJa 10 NPUITUHEHHS IPUIOMY IMpernaTy
y 18 3 9647 mauientis (0,2 %).

Cepen cepitozHux mNoOIYHUX e(eKTiB TiayKoma, 3amop, HENpPOXiAHICTh KHUIIEYHHKY, IO
BKJIIOYA€ MapaliTHYHy HEMPOXIJHICTh KUIIEYHUKY Ta 3aTPUMKY Ceui.

IH11 0cOo0MMBI IPYNHU NALlIEHTIB

KinbKicTh aHTUXOJIIHEPTIYHUX €(EKTIB MOXKE 301TIBIIUTHCS 3 BIKOM.

Tepmin nmpuaaTHOCTI. 2 POKH.

[Ticng mepioro po3KpUTTS CMYTH OJ1icTepa BUKOPUCTATH MPOTIAroM 9 IHIB.

YMmoBu 30epiranns. 36epiratu npu temmeparypi He Buime 25 °C. 3axumiatv BiJ NpsSIMHUX
COHSYHUX ITPOMEHIB, TEIUIa Ta MOpO3Yy. 30epiratu y HeIOCTyITHOMY JJIs NITeH MicIii.
Ynakoska. [To 10 karcy i3 mopomkom ais iHransuii y 6micrepi; mo 3 Oicrepu B KapTOHHIH
KOpOOIIi.

[To 10 xamcyn 3 mopomkoM Juid iHrausauii y omicrepi; mo 1 abo 3 Oxicrepu B KOMIUIEKTI 3
npuctpoem XEHJIIXENJIEP y kapToHHiit Kopooui.

Kareropis Binmycky. 3a penenrom.




Bupoonuk.

bepinrep Iarensxaiim @apma I'm6X i1 Ko. KI', Himeuunna/

Boehringer Ingelheim Pharma GmbH & Co.KG, Germany.

Micue3HaxoaKeHHs] BHUPOOHHKA Ta agpeca Micusi NPOBAsKeHHsI HOro NislJIbHOCTI.
binrep ltpacce 173, 55216 Inrensxaiim Ha Peiini, Himeuunna/

Binger Strasse 173, 55216 Ingelheim am Rhein, Germany.



